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DETAILED ACTION 
Cairns « and ,2,4 were o^Jpd with this «^ 
^^aims ,2^ ZZt o f — Cairn 9 - - 

amended. Cairns 1-1! are pending in the instant application. 

Information Disclosure Statement 

publication contained wtthin the In—n Disciosute Statetnent. 

Dowfe/e Patenting 

The nonstatutory ^uble patenting rejection 'J^^JS^ 
grounded in pub.ic policy (a pohcy reffl ^^*^^^^*V^V*^* 
fmpropertimewiseextensionofthe ngh to ^ | , 046> 29 US PQ2d2010 (Fed. 

harassment by multiple assignees See Fed . cir. 1985); A. « r» C£«. «« 
Cir. 19«);*"^™^ « 422 F.2d438, 164 USPQ619 (CCPA 

F.2d 937, 214 USPQ 761 (CCPA 1982) In re vog , j 

1970) ; a„d,/ n « Thorington, * with 37 CFR 1.321(c) may be used to 

A timely filed terminal disclaimer in wmp'ia™. d ble patenting ground 

overcome an actual or ^r^^^ Z^TtcL^y owned wUh tW» 
provided the conflicting application or patent 

application. See 37 CFR 1 .130(b). f record may sig n a terminal 

Ir^ra 1 ^"*"-^ - M,y comp,y w,,h 37 

CFR 3.73(b). 
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Cairns are rejected under .hejud.ciaUy ere- doctrine of obv,ousness-type doub.e 
paKnting as being unp aten,ab,e over Calm , of U, Patent No. 3,5.,™. « the 

oforatiyadministenngachimericoti^^ 

^.eotides hnked via a, .east one phosphoroth.oate intemuc.eotide tinkage and a, .east one 
in «.eotide ,inka g e, whereby the o,i g onuCeotide is present ,n .ntac, form in p.asma at .east 
SIX nours fotiowmg ora, administrate, of Cms .,. of the instant invention, embrace the 
embodiments of Cairn , of '72., a method for introducin g an intact o, lg onuc,eotide into a 
mamma, the method compris.n g the step of oratiy admhrrstering an otigonuc.eot.de of about . 5 
t0 25 nuc.eotides .inked via phosphorothtoate intemucieos.de tinkages between every 
nu c.e„s,de, and further compri,n g at .east two r-O-methy.-ribonue.eotides at each end, 
hereby the o.t g on U c,otide ,s present m intact form in the systemic p.asma at .east si* hours 
f„nowin g ora. administration (see U.S. Paten, No. 5.591,721, c.aim ,; co.umn 3, tines 29-67; 
and co,umn 4, tines .-39); specific embodiments of Caims .-. . of the instant invention over.ap 
wit h the embodiments of Cm , of '72. (see U.S. Patent No. 5,59,,72,, Cairn .; co.umn 3, 
lines 29-67- and co.umn 4, tines .-39). Furthermore, oti g onuc.eotides of Caims of the 
instant invention encompass the o.i g onuc,eotides of Cairn . of '72, (see U.S. Patent No. 
5 591 72, co,umn 4, tines 40-63). For examp.e, a chimeric o.i g onuc,eotide of Caims 1-11 of 
*. instant invention, comprlsmg about 6 to 50 nucleotides .indeed via at least one 
phosphorate intemuc.eotide linkage and at .east one u—ide finkage; whereby - 



the 
oral 
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admlMStrat ,o n , ^ -« - * - 15 to 25 nu " linked vi ; 

phosphorothl oate mien— hn.ages ~ eve, nucleoside, and further comprrsmg at 
least two 2 ,0- m e thy — aes a, each end, where* ,he ohgonudeotide is present - 

-721 as evidence by the citations above, for example. 



Claim Rejections ■ 35 USC §112 

Thefollowingisa q uo,a,ionofthefirstparagraphof35U.S.C. 112: 

wh i,e betng enabling for an ah-phosphorothioate oligonucleotide bavin, at leas, r-O-methv, 
..nucleotides at tbe 3. ana S en, does no, provide en— for an oligonucl^de 
compri s,n 6 non-pbospboaieste ri nte— d e l^es, o, &I » oH g onuc,eo tl ae bavin, ewe, 

^^^^^^^^^^ 

invention commensurate in scope with these claims. 

Clauns 1-7 are drawn a method for in— an in,ac, oligonucleotide ,nto a mammal, 

.cmetbodcompr,^ 

co m P rrsing about o to , nucleotides hn^ed via at least one P hospboro,b,oa,e 
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form h plasma * least s,x hours following era, admmistratio. Claims S-l. a, drawn t o a 
meth od for introducing an inta. „H g o n ucleo t ,e a — ,he m e,ho d ,he o.a, 
nation of a chimeric oUgonucleotide, «- comprising about 6 to 50 

n ucle„,ides « via at leas, one phosphorothioate —tide Hnkage and at .east one 
i.ernucieotide linkage; whereby the oligonuCeotide is present in intact form in plasma at >ea S t 
sixho urs following oral a—ion; w „e r e,n *e o^ucieotide is co m p,e ffi en,a ry to a gene 
of a virus, pathogenic organism, or a cellular gene. 

The instant rnvention specification states that successful operation of the clarmed 
mention was obtained with an ai.-phosphorothioate oligonucleotide having multiple T-O- 
memyl-ribonucleotides at each end (see page 3, hues ,-3, Examp.e ,). Two pubhshed 
scientifi c artieies co-authored by the Apphcants, Agrawa, et al. (B.ochemica, Pharmacology, 
1995 vol 50:571-576) and Zhang et al. (Biochemical Pharmacology, .995 Vol. 50:545-556) 

pnosphorothioate oligonucleotide with four 2 ,0-me,h y ,-rihonuc,eotides at each end. No 
g uidance is provided m the specification or in the pubhshed literature regardmg successful 
operation of the Caimed invention using an. type of o.igonuc.eotide other than an *■ 

pHosphorothroateoli^^ 

Grven the .ac k of guidance in the specification regarding successful operation with any 
type of o.igonucleotide except an all phosphorothioate oligonuCeotide having a, least two TO- 
raet hy, —tides at each end, undue experimentation would have been reouired by one 
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, • a ~nt for an all phosphorothioate oligonucleotide having at 
type of oligonucleotide claimed, except for an pno p 

least two 2'-0-methyl ribonucleotides at each end. 

ollgonu cleo,ide havu, a, .east two VO~*fl "tides at eac h end. Methods o f 

su cce S s f u, therapy methods are, f or the - ^ - - - <° ^ — * 
nu c,eicac,ds,„ cells or 

,o target accessibility and delivery issues (see entire text). 

specifi c g uidance on how to practice the current invention. The current station does not 

^ and error ^mentation to P^ttce the current invention. The q uanti,y of undue 

• „ thP obstacle to routine antisense therapy as 
experimentation would include overcoming the obstacle 

exemplified in the reference discussed above. 



Conclusion 



No claims are allowable. 
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Any inquiry concerning this communication or ear.ier communications from the 
examiner should be directed to Terra C. Gibbs whose telephone number is (703) 306-3221. 

,f attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, John L. LeGuyader can be reached on (703) 308-0447. The fax phone number for 
the organization where this application or proceeding is assigned is (703) 746-8693. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptiomst whose telephone number is (703) 308-01 96. 
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